mmmm 

THIS Amendment in r^^jsphse to the Offie& dated Octsb^r 15, 2Q08 
("Offrce Actton"). Claims l-iO bM IMS am p^ndlnt; olairns 1 , 7, 10, 16, afid 21 
having been amended, and claim 1 1 having been caneeled by virtue of the present 
amendment No new matter has been addeci. Atowance fpd reconsideration of the 
application in ¥lew of Appliean^' amendment and the srssutng #mai^s are fespe«3tfy:% 
r^<^U^fted. 

The specification mas amertded to eorred an (jfevious t\iipo|[r^p^lil#i:#h^^ Ih the 
formuJa. "Pn" was corrected to "F'"' and *ti'P)(K-nf was eormcted b as fee 

superscript was inadvertently removed. No new msttter is added. As recognized by the 
Examfn^.Whlteieggeetat, PhytocberYiistry 56 (2004) 1507-1 51.5 is the journal 
pybilcatl&n of the ji^^ Whitigif^ge a/. cQirepyy represent the Isosolv 

fbrnitila, which Is: pmb(n)=i= cQmbin^X,rs): ^ ;i^ ^^ 

Cl&m i lias been amended to indifcats that the m*s!|Hdd includes "fjerfefnrnirig 
e)«:pFessidn proteomic analysis on the organism or sample wrtH the analysis of said 
sufetie isotofSl mddificatipn." No new matter is added. Support lor ttils amendment may 
be found througfiiout the specification. 

CtaimS 7r 16,: sn#21 hiave been amended to eorrect otsvtous ernsf^ and thUS* tlie 
amendment dhanges ^'"'^0::%" to "''%I^%^al^d '-^Ppif to ''10d;S." Nd new maier ts 
added; Support for it?s amendment may be found thrdygiiidut the for 
©xampfe, page 6, lines 31>'34| and page 14, lines 11 -1 3. 

Claim 10 has been amended to indicate that an organism in which a subtle 
isotope mocilficatson has been induced is *iQ perform expression proteomie analysis on 
tie Qs^aniSrri'':;; and that an aftai^^ttc tool tp^^:^^ said subtle isotope modification Is 
''eonfigured to analyze tuniover of pepiidesi pblyi:^p^des;Qr both," No hev\if matter is 
added. %ppori for this amendment rnay be Ibund throughouttbe specif idatipn. 

in the Office Action, daims 19-23^ rejected under 36 U.S.G. 112, finst 
paragraph, as allegedly failing to GomplyMth the written description req for 
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pas£>iis of recdrel- Partisuiady, tfse Examiner altered that the eiiimly ao!^ the 
pammetem of Jspsa!» ^Igpn^^ not fully discbsei. :^^pfpl!can|& msp^dft^ 

this rejection. 

The detem)!natlon as to whether one skHted in the art wouid recognize that the 
applicant was in possession of the claimed invention as a whole should include, asuong 
otiiSF things, th© lev^l of sMl\ ami knowiecige in the art, Ses "Wrltlen O&sqription 
Training IVlatiriais, Revl$?on 1, iVlarch;:^0v2GC36;j- 

The ISQSolv alf dlithit^ lisss stani;^^?xi tec^ gsstifnatg the f^o^pe ertvpftepe 

tpr a eomp(5und flv^n the prsportidns the differepit botapes for eacji ekit?©Rtp:|^ 
compGund. These standard techniques are known in the'arti for example, Mass 
SpeGlrometry by J H Qress, pp 74«87, or yarioys tools availabte on the Internet such as, 
Isqtapfi m& jsoPat. 

Th@ Isosolv al^dfithrri ec|Uatsetn is as fbltows: 

Appfiiiartts rfespectfuily siilsmitthat &n& of sksil in: tfie art wiii readily appreelate 
thatihejjarameiers of #e equitlon aire as foHows: 

p!t>^H) is the pmbability that the rTioiecuie will be maci^ up of h atorr^s Itiat are 
nai me most abufida^^ "C) {see example 7, "the probability of having 'n ■^C"s"); 

"oGfribin'' is a common spreadslieet/cralGUlatDr name for the funetlon to calculate 
cdmipfriatishs. tfie eqijation to saieuiate ''ri choose IC' f.©.,. cQmbinCn,ls|) Is: nl / 

:X is thfe total Mrhber^ o^ of that el^iti^nt sh the hiotecuie (see example 7, 
total carbon atoms^- ; 

F is the ^robabiiily c)f the ramisotope ise 7^, % pmfoablflty of 'F"!;: 

and 

n is Ihe number of atoms that am not of tte most aN isotope (see example 
7,'"n' '^G's"). 

inclifdins thelrnpael cd' tlie other hataraliy odeurnngi isotope (e-^ ^^Q) is mereiy 
a matfer df combini ^e probabiliti^. 

Isosoly is not clalrnfFig |i rnetludd to ^atpulate ii^btp isosoiv is ao 

algorithm to estimate, from moasured isotope atStiildaniqses, tf3# amount of a paille^^ 
Isotope In an anaiyte. One of skill in the art Ml readiy k^^ this Is performed by 



ilfefaivefy eafeyiy fig tieoretlc^l mss§ spectra that vyould Msyit of «3jff§rlH0 proNlJi 
for a glv^ti isbtop^ until ^ beetlit masf speetrnm the pmlsafelllty for te 

isotope thai yields tiie M^:^t !s tlieri siturfted. 

Accordingly, Applicants, respectfufsy submit that the specification provides 
sufficient written dascnption to one of skljl in the art to analyze a subtie isotope 
modlfleation with the Isosoiv algpotlirn. In llgtit of tha feregping, App|jcan|s respectfully 
reeiuest rfcphsideration and withclra\val ofthis n^pctlon. 

G!alms l4 and 0^23 were reiectedi: under 35 y.S.0. 112, sec^iid pira^raph, as 
alfeQedly being indefinite for failing to ^rticuiarly poN dut and disllnctfy efeim the 
subject matter which applicant regards as the invention for reasons of record, 
particularly:, the Examiner asserted one of si<i]! in the art would not know the metes and 
bo:MT)ds of theleriii "sMbtie'' as fedted fey ciairn 1, Applicants fsspectfuil^ traverse this 
i^eidlon, 

AppilGihts sui?m of skiir io the art will readily appfeciateihe r6Mm and 

bounds of tfle tei'rri "suMli" as deSned in the speplfidation and used in the dslms; As 
the Examiner concedes, the specification provides a definition for "subtle/Vin^^^^ 
"there is a m easure able effect upon the observed peptide isotope distribution, without 
causing :a omss extensio n or disoiacement of the single isotope envelope ." (See 
SpecifEcationpage 5, lines ^S-^Sa) As thedefinitJQn pmvide^, th^ minittial arnduht of 
change is tN^t as^ount thM prpdMces ^'rneasurable ef ect upon the observed peptide 
isotope dlstribJJtfon." One of sklO In the €i:rtjs able to asi^rtain wheri an Isotope 
rnpdilldalidh results In a measumbte effect; fbr exanpipie. by analyzlrig a sampie wiib a 
mass spectrometer. Therefore, the mininiai amount of change is an amount thai 
produces an effect on the observed peptide isotope distribution that can be measured. 
OnM skill ip the art wiliaisp know that a eliange that induces "a gross extension or 
dispiacemeot of file singte isotope enyelppe" #^ n<i^ be con^idpi^d SMbtl^ For 
instance* In F^ure 1i i^em Is a sfrjgle isolope envelp|5e In ^aeh ni^ss spec^ 
whtNsa§ the pripr ar| of reppfti shows; a dl^placefnent of thesinge^l^ 
Figure 3 of Ods el a/, shows two isotope envelopes; one for and one fer -^H. Figure 
3 of Ong etaL also shows two isotope ©nveiopes; one for Deu-dO apd one for Peu-d3. 
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I'ala^ToHe 0f a/, aiso #i<3ws tw© isoteps eovelopes in FigMfS ii|a pealc attt)s teftis the 

there Is a gross exfen^ldii QNi^iJteeerrienl of tli^ slj^le ispfe??© 

modification wHI no longer be considered subte. In ilglit of the forgoing remarks, 

Applicants respectfully nsciue^t pcQns^HjeratiQo and withdray^i of this rejection, 

Claims 10-23 were mjsctid und^f 36 y .S.C, 1 1^^ first paragraph, as altegedfy 
feiiing io comply wth esnablerrii^Jit mejMlPirh^ntfbr ma^isn^ (rf r^pprtl, jS^isi^licants 
nespeetfuify traverse tils reJeDtlon. 

It is vveN-esiablished that the fastors in delermlning whether undue 
experimentation Is required are summarized in in re Wands, 858 F.2d 731 . S 
y.:S.P.Q.2d 1400 (Fed, CIr. 19S8). The court in Wano's states, "Whether undue 
experimeritaiipil ts nd#$Jed is not a smgie, ^tmpfe facstual determination, but rather Is a 
sondusteri: maohed by niariy faci1aiai;M^ id. at 1404, Thelaplofs 

t& be ednslclered tndliide: (1 } th© b readth of the clairiis; (2) the n ature of the : Inveotibh; 
(3) the slate df the prior art; (4 ) the felsitive sKil! of thPSSt m the art; (5) the pmdlqt^l^lllty 
ortinpredictabllity of the art; (6) the amount of direction or guidan<J6 presented; (7) the 
presenoa or absesic^ of working examples; and (8) the quantity of experimentation 
rtecessary to practiee th<e Inverition, 

l^iiplicants submit that (1) the of -the eiaims Is ciearlydeflhed as 

ej^plaihed above, in sum, on^ ^KOiSfd sn th^ art vyii readily appreoiate the metes and 
bounds of a 'WbtSe" isotope modsfMbh, Further jhe IsosdlV aigorithm Snd its 
parahiet^m are pfovlded ir? the appHcatidn and orie of skil! sn the art car? readily 
understand how to use the isosoiv algpritfem. Thus, the breadth of the claims is fully 
supported by the Instant application. 

Applicants sulJiTiit the C2) natyre :Pf th^ invention is an aigorithm to estimate, fram 
measyred isotope abyndancesv the ahioURt Isptope ip isn analyte. Ohe 

sisfiied in the art ^ill readily fecpw ihalihi^ isperfdmied by ileratl^^iy caicuJatin^ 
theos^tipahrtiass spectra that Wul^ i%su& pf differing probabHities lbr a given isotope 
until a best ill mass Spectnjsrri is pbtaihed, l^h^- pitjbabillty for the isGtope that yields Ihe 
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iSest it ls tfeea retumsd, Isos0l¥ Is net sialminf a frsethpd to calculate isfetep© 

Ap|:^licaffe feUbiiftit that (3) the ^tate of tH© pfdor sirt is sych tiiat sMW In the 
art is able to use siandard algorithms and standard mathematical techniques to perform 
calculatfons according to an algorithm, isosolv is an algorithm to estimate, from 
measured isotope: afoyndsFMjaSs IHe arnwi of a partlGMiaFisGtO:p?if In an aoafyte. Om of 
sklil m the art wlil madlly be afet^ to ItefBtlvely calculate theoi^lGal mass speira that 
would result In: dil^reri! for a gfiven isofepe mt\\ a best fif rrnass specify rrt ss 

aljtaineci: The Isosoiv aigorltfsm li^^ standard tecilnlQues to estimate i^soiope 
envelope for a compound given the proportions Of the different isotopes for each 
element in that compound. These standard techniques are l<nown In the art; for 
example, Mass Spectrometry by J H Gross, pp 74-B7^ or various tools available on the 
Interii^l giicli as, isotope and IsoBat. 

Applicants submit that (4) tiie r^latlve^^s of thp^^ in the art Is liigh;; ahd (B)lhe 
amour^t pf ;dirptidi?i or g appilcatlbn is sufRclent to one of skH! in 

the art. AdditlOBaily, (7) the presence cl working exarinpl^^ provides adequate 
examples for one of skill in the art to practice the present ci?5ihis. Example 7 expiains 
the Isosok algorithm: prob(n)= combin(X,n) * * (l-Py^"'' and its parameters. As 
discussed above, prob^n) is the probability that the molecule wlil be made up of o atoms 
that are not Ihe most: abuntlant|e.g.:, ^^C|;; ''eombin" is a common spreadsheet/calculalpr 
r^arnefbf the funetibn to catcul^ cbmblnatibhSi^the iss^^^ calculate choose W 
(j.e., 0Gmbirj|n,k|) is: nl / k!|;n*k)t)t|j X Is the tetal hutTsb# of atdiris df t^^^ 
molecyle; P Is the profeafbifity of the rare Isotopej: arid ?i is the number of atoms that are 
not of the most abundant isotope. The impact of the other naturally occurHng isotopes 
(e.g. , ^^0) is merely a matter of combining the probabilities. 

Finally. Appiicarits submit that :(|) the qua experimentalion required to 
practice tlie present cfelms Is hot uf^dye. "A cpniid^rsible arrioy^^ is 
permissible j if It ismerel^ routine^ er f the speci^catbn lrs quesfion prpV'Ides a 
feaebhab!^ piPOMht^^ rBsisect to the directibr! in vi^hieh the 

ejcperlmentation should proceed," M /e V^n?^, 8SS F.2d 731 , 737; S y,S.P:0.2d 14(50, 
1404. AppPcarits respectfaify submit tliai one of skill in the art could fully practice the 
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present ci^imswllhoyt undue ©xpertmentatten and v#h a mssooilsla exp^^^ 

algorithm is to estimate, from measufBdLssdt^pe-aduRd^ partldiilipir 
isotope In an analyle and this is performed by Iteratlvefy calculating theoreticai^ mass 
sp^ectra that would result: Itsf^tiye calQMlatidns lBre^ am muime in the art and 

thus, not UFidue; 

Iri lighl: dftt^^ fOFegdinigi Apilc^nte mspeciuHy ret^uest reGomidemtten aod 
withdra wa{ d^ tf^l s s^eetiGrt < 

Claims 1-8 and 10-17 were rejected under 35 U.S.C. i02^b) as allegedly being 
antieipated by Ford etal. (Blamedica! Mass' SpeGtmmetfy, 1985) for reasons of record, 
PartiGulariyi the Exatrjiner asserts that; Ford etai discioses isotope enrichment of '^Q; 
feacloe in hufiian, We EmrrM^m^ 

fexpressfdn prntedmie analysis - was Mrt f iven pateritabte Wei^Ht because tbe recitatldn 
ddGurs in fie pr©^rribi0. iApplidaoSs mspectfMily ti^verse this r^eGifoi^. 

Applfcants subrnlt that Fdfd discloses a tmcing j^f^ #mlfto acid a as the 
Examiner acknowledges, does not perform expression protaomic analysis. While 
i\ppl!cants in no way concede to the merits of the Examiner's rejection, the diaim T has 
been amended: to mcite that the rnetliod if^volyes "performing expression proteonilc 
analysis d^i tti^ organism or Mni with the analysis of said subtle isotope 
modHicatiofs^" Claim 10 bas be^ih amerKjed td^^^^ wfileh a 

subtle isotope modiflGatlon has been Induced is "to perferilR ex|>ressiiirt prpt^oni^^ 
analysis on the os^4nisn1'':^^hcl that an analytic tool to analyze said siibtte isotope 
modification is "configured to analyze turnover of peptides, polypeptides or both." Ford 
al. does not teach these elements. Accordingly. Ford el al. does not anticipate these 
el|liii#. In light: pf the fdregoiriig, applicants r^spep^ mquest tBconsideralion and 
withdrawal of tills mjecttQri. 

diairhs 1, 3, 4i 6, B^IO, 12, IS, 17, and 18 were rejected; 114-0. IQSib) 

as allegedly being anticipated by Ong etai. (iVIolecdlar and Cifeltuta!* Protebriifds, 2002) 
for reasons of mGord, Particylarly, the Examiner assejts that Ong efai leashes the use 
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of detitergited feydne In m^tli^ds and sptems Iq peffQmn stssbte Isetope expressibn 
atiaiysiis of prntgins. f hie BJ^mlmr also sss^rts that Orig ^sctesss INat 99% 
deuterium labeled and unlabeled ieuelhe ar^ #e<i1o isbfep prnfein sarrtpiles 

in mammalian cells and mixed together at concentrations of 1 ;1 and 1 :3; that tfie 
proteins were analyzed by MALOIrTQF mass spectrometry; and that the ratios of the 
Isotopic distfibyttos of peptisies wwe determlnet^. ii^gaiji, the Examioar states that Ihs! 
OlaifirtS: Hpltition of "pqifWrtn^J^^ prtsitsomic; analysis" «as 

respeollpily travef^^^ 

Applicants respectfully submit that Ong et a/v discfeses the Ml -isotope exchange, 
that is, to swap all ieueines for deuterated leucines (Leu-d3). (See Abstract.) According 
to; ilie e#etlm©htat pro^^ cell lines were grown in labeling m&^m containing 

eilfliwmmM teiicih^ (Ley^O) ortey-{|3, i^m P^S© 377, second fulljsaragraph; see 
also Figiirsf 1 .| It bciufirig the relafei quantitatis^nof pmteih^^^ 
Ueu-dO gEOCl Leu-c!3 labeled sampN am rnads. (See page 377* fifth full parBsraph.) 
That ls> the oelis were not grovi^n In medi^ with hiixturss of As 
such, Ong et af. discloses the full isotope exchange and not subtle Isotope mod if ic^^^ 
Acooirdingly, Ong et s/. does not meat a feature of the claim that rec|uires the 
induoemeht of a subtle isotope modification^ 

Addltitahaii^^ ^^lalhi i has been amended to reolts that the method involves 
"pefft3rmlhg expression pitJl^Oililc ahafysis on the pr^anism or sample vvih the analysis 
of sa^d suMfe Isotope moditlcatioa" Claim 10 has Ibe^h arh^ndM to Endicate th^ m 
organism in whidh a Sdbtfe isdtspe n^odlflcation has feeen induced is 1o pefferm 
expression proteomic analysis on the organism"; and that an analytic tool to analyze: 
sascl su|3tlie isotope modification is "configured to analyze turnover of peptides, 
poiypepides or t>pth;' Qng eta/, does not te^eh th^se elements. However, Applioants 
in no way (son^ede to the mert^ of the Examiner'^ rfejestlpn. 

In yle^iy of the^fe respeotfully request reopnslderation and 

wfthdimfa! of Ihe §tQ2(t^ 
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Claims 1-3, 6i i-12, 17-18 wrg mfected underSS U,S.0, 1l)2tb) as 
aifegedl^^ being af^ieipate<i^fe^ 1909} Ibr reasons mmni. 

Particularly, the Exarftlnir aMfefts tliat Paga-Tdiid (e^ a/. tea^ihes^^ m of the 

stable isotopes of an organism by depleting '^C, '"'N and^H by growth in a stable 
Isotope rned^um. The Examiner reasons tlnat ths natural abundance of these isotopes is 
very low, so tlie change in their abyndanca is subtte* AppilGants mspeetfully tmverse 
thisml^ctlon. 

^pplioarits resi)^(jtfaliy submit fsat the Examinet ha$ ffiodrr^ctiy interp!^^ 
mo^iifiGation maie by Pai^-TbfiiS ef a/> the natural abundance M is about 1 tn 
Applicants invention, changing the ratio of ^% to by induclnf l:5%r 3*6% or 6.0 
change is increasing the abundance of^^ to a total of 1.5%, 3.0% or 6,Q% (le,, 
liS/IM, 3.0/100, or 6.0/1G0). The change with respect to naturally occurring ^'^C is 
quite smali;: fot^ a^^ froiT! about 1 .1 to 15,: 1,1 kt 3.0 or 1.1 to CO. the 

Increase of ^-C:1s; subtle because the chan^ in Abundance in the sample Is W 
srr?aH. M fimt; blush, j^a^a-T^ ir^ducbg a subtle modification 

since it tereased ^^0 frdriR Its natural abundance bf about 1;1% to abbut 0%. 
liowever, this decrease must be viewed fro?T> th e Derspeetlve of tlie ciiaiige in tfie 
abundance of ' % In the san>ple. The change in the abundance of by Fasa-ToliG et 
a/.'® modification is quite large b#Gause the elirnination of -^C is |wt a 1.1% decrease of 
■■^C ifl tfle sample, it is a 1#C)% decrease of ^^C in the sample, thus. Rala-totic ei aL 
does not teaoli a subttel rrlodif ioatior^. 

Further evlfdence fe provideid by fl0M iBm PBM^ol^^^L ^{lOws two 
Isotope envelopes; a peak at the letls the dispiaeed envelope as this peak ^ created 
by the depleted sample. As such, once there Is a gross extension or displacemerit of 
tiie singe Isotope envelope, the modification is not subtle. Accordingly, Pasa-Tolic et 
bI does not IntiGipste; these ciaim^. view of the foregoing, Appllcaots respectfully 
request reoonslderation and witMravml of the 1102(13) releotioii. 

Claims 1-3, 6, 8^12,: 15, and If^li vv^re r^edted under US.Q, 102f;b) as 
allegedly being anticipated by pda Bt al. iJ^HM, ig&syfbr feasdhs pf reeord. 
Particulariy, the Examiner asserts tiiat Oda ef aA teaohes labelmg yeast ceils witn N 
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fey gfowSli in a stable isofope medium with laiseling. AppHesntsi Fespe<stuily 
ipavirse this rsj^tion. 

Applicants submit that Ck^^ MM does -not teach inducing a subtle isotope 
modification, in fact, Gda ei a/, teaches the use of a use of greater than 96% 1 5N 
media to grow the cells, which is not subfte, (See page 6592 under "Quaniitation of 
QhanQes in Protein Expression/') Simliar tQ Qng ef a/„ the poois of ceiis are combined, 
%m oells were not grown la a ^^mteimtlGii^^W media and "esinched" media. In 

vfew erf the loregQing, iA^plieants f#$pecj!fsJlly reque^^ ^niJ iKitidm^t of 

tfif §102(b) rejecUon. 

Claims 1-18 were rejected under SS U.S.C, 103(a) as allegedly being 
unpaleritable p\^eri^o viewof Oda et ai. The Examiner, however, discussed 

PaiaMli^ eNA in the bod:^ of the rejestlQh ahd net Qda FarflGufarly, the 
fecartilher asserts that For^i ef at discloses tiie deterrtiinatlorj of isotope enrrehrrient of 
leaeihe in huitiaii plasma 1>y mass spectrpmetry* The Examiner admite lhat Pofd 
at performs analysis only on a sih^fe amino aidsd M does not analyze pepde or 
protein turnover, and that Ford etai does not use MSMS for tile analysis. The 
Exam Iher asserts that Pasa-Talic ef a/. disGioses performing proteomic expression 
analysis and recognizes that me technique is applieable for higher order organisms 
sueh as r?i|mhials ^nd hifmans. The Bxammer asserts that Paia-Toilc bL uses 
ysMS feehnlque. Thus, the Exahilnef bdiioluded tli^ haye ^sen pnmalaoie 

obvious to one of skill in the art b use MSMS tecbnlque because pisa-^Tdlt«^ et at 
indicates ttiat the MSMS tfedhnique would be iisefyiln bigher onSanisFns. j!^|jplieants 
respectfully traverse this rejection. 

"|t]he mere fact that references can be combined or modified does not render the 
resultant cornl3ina|ieh Qbvio the results wotiid have been prediclabte to one of 

ordinary skill in t^^e art;^' y PEP §2143,Qi (dtlhQ }<SR Intematiohar Go. v. Teiefex mc.. 
500 M-S. 398< 8£ USPQId laas {^007^}. /s^s Such, a "reasonable expectation of 
suceess is reciUimd * MPEP p14S,02, 
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i^pplieants request clarification on which prior aft referencss are feeing ap|>lfe<i 
aild liQw th^ Ij^irt^ r^s^ie^sl Id Raia^^ anil Qdia ©I 

a/. 

In an effort to advance prosecution, Appiicants assume that all three are applied 
and: offer the foilowlng remarks. As discussed abcsve, Forti el a/, discloses tracipg an 
amino aoiei, and as tHe ExafT?lnef acloiowledgies, does not psffprm ©x^r^sgior? 
prpteowic @F5$|^gls. Wflife i'^PP^^carits Irt npvy vft^y qoncede to the rneiits csf ihe 
Examlnw^s r^eGtbti* qlairiri 1 H^s be^n arn#;hd^d to mPi^ th^t tbe it?ethQd ill^l'yftfe 
"perfbrrtsing expressloii prote0T?ite analysis on tiie OTianlsm ssniple M4t!i anaij^sis 
of said subtle isotope modification," Ciaim 10 has been amended to indleate th^ an 
organism in which a subtle isotope modification has been induced is "to perform 
ejipre^^lon prppomlo al^^ Of^anism"; and that an analytic tool to analyze 

said subtle isDtepe -modH'iGitfG is "eoftfi^ured tp analyze turnover of peptide^, 
polypeptides or boith. Also discussed abovei Fasa^ollfeigif 0L <MmiM <^tsdOse syltle 
IsPtope modlffoatlpn as it teaches a 1 0Q«$ decmase of the rare i^tppe. Additionaiiy, 
Pa§a-roii6 a/: did not use MSiUlS ih^^M^ Also as discussed abbye, CNa ^t M 

does nol teaeh Inducing a subtle isotope modification because it teaches us© of a Mse of 
greal&r than 9i%; ^^N mediaio grow the cells, which is not subite. The pools of celb are 
GGmbified; tlie o^lls were not grown In a combination of ''ndrmal" media and "et^iriched" 
media- 

d&nse^uehtly, one of dsxiihafy $kil^ In tiie -ait would not cs^miafne fortf a/;, 
PaB&-t<M ef d and Qda d aL Even If the Gomblnatioh is proper; whiPH Afiptent^ 
not concede to, tlie comblhatlori vvpyld not render ttie el^tnis cb^^^^ because the result 
would not have been predictable. Ford etaL merely teaches tracing an amino acid, it 
provides no teaching or prediGtabiilty regarding expression proteomtc analysis. Paia- 
TqM M bL and Q^a 0$L4o npt teach subtle modification. Withoat the feacbing of 
subtle modlficalion lor use in proteoiilic analysis, one of sHIII til the ^rt woiild pot ehjdy a 
fea^pafele e)(p#c|atlpn of success because toe result of the syMie rnodlficatiph would 
not l^ave beeh pFifedlctsible. In view of tiefomgol^^^ rfespeptfyfly recjyest 

reconsideration and withdrawal of the §103(a) rejection. 



1? 



M of the Glaims mrrsaloing b the application am iiQw MilevecJ to 5© all£>#sblt- 
Fav^^i^tsl© GOrisMemijon and a Motjs^ of y^lGwance are earnestly sotloilesl. If qtssstloos 
remain regarding this application, th€^: E)camsn#: is snvlted^ t^ 
(213)833-6800. 

p^N^iS WRIGHT TREyAINE LLP 

^^^^ _/ 
ei ^ ■'■ " — ' ' 
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